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* (I) 




5^ Rl|±-hn**fel±'>ry**aU 
i WtO t til* 1 ^tU 

u 

Y(i-NR3C0-. -NR3S02-^ -NR3C ONH- 1 fti±-NR3c S N 
H- (5^ RStiTfcfSfCTN ^1-607;V^^1, Ift3~7<D'>^ 

R 4 ti , 7y^T-effim$tt-rv^-c^ *v\gusgci -6«7;^;H, ^ 

ny>I^ ^hoi, y77S, -A-R5A Ait, -CO-, -CO 

2 -, -CONR6-, -0-> -OCO-, -NR6-, -NR^CO-, -NR 
6S0 2 ^ — NR^C ONH — x -N R 6 C S NH- 1 fc(±-N R 6 C O O - *m 
L (5£*U R6(i^SlLTHfrfBR 3 i:|eICmi*^^1-) . R5A»± % tK^HC^ 7 7 
^^•T'ttm$tLTV>T iV^m^Cl ~ 6 <07iI/*MI £{i£tf|t2&3 ~~ 7 <D 
y^n7^;H^itl ^7^(i-B-(CH 2 )n-R 5B lai'K Btt*Hr<&\ - 
CO-. -CO2-. -CONR6'-, -0-, -OCO- -NR6' — N 
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R6*CO-, -NR6'S0 2 -> -NR6'CONH- -NRG' C SNH-£fc 
(a-NRe'COO-^L R6'^2lbTHtrlfiR 3 ^^Citl*%^i-) 

VJR^ 7Xm*. v7^i> ^:^l~50T;^^^v*t^^i-NR7'R8 , ( 

v^iii~6 07;^;^ Iit3~7w->^n7^;H, Rio-eg&$ 

im^M 2 ] i^O-C^0> X**-C (CH 3 ) 2 -CH 2 -t$.^ Ytf s - 
NHCO-l/:li-NHCONH-T^^ R2*qft2lLfe l~3i^R 4 -eti 

^nyvJBSC^ -A-R5A Aii> -CO-, -0-, -OCO-. -N 

R6-££i*-NR6C0-£^L R^i, tK^T^ 

^JHI/;!^ii3~7^)y^n7;^^i*tt! ifeli-B-(CH 2 ) n 
-R5B Bii-CO-> -0-, -OCO- -N R6' - 1 fcte-N R^' 

CO-tfL (55*. R&' ^JBC^t^ti^^^Sr^i-) > ntilffcti 
2^1t^it. R5B|±. jfaWKiK 7 7 f ^-et v^t J: v^tt 
1 -~6<DTfr*A'&* $tm&3 - 7 <Dls ? UT fr^frmZfzitDtm&l ~5<DT 

[Htjfc*3] i^OT^f), X^-C (CH 3 ) 2-CH 2 --e^i9. Y^- 
NHCO--C^>«9, R2^tet7vi 1 ~3m<7)R 4 XWMZtiX^Xi> J:v^td 
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;Nny>H^ -A-R5A A(i-0-i/:li-NHCO-!: 
OT;^;H*^t) tfc(i:-B-CH2-R 5B (5£^ B ti- O - £ fcfi-N 

[If ^ 4 ] i^O^l), X^-C (CH 3 ) 2 -CH 2 -^^ Y# s - 
NHCO--C&*K r2^-C = C-R9 l^f, R9fi7 y fSJI^"Cem $ *iT 
V^Tk iv^^Sfcl -eOT^^^^TttiRiOT^^^tLTV^T^ iv^r 1 ;- 
Rl0(±-7y^M^gm$ttT^T^<J:v^^l ~6ct)T^^;v 

lit 7 ] -wmmmt Kimn&mB^mt tz&temKm^z - £ arc 
■%2>m*t> M$R £ ti & m&^w t tz nmm Km^z^t wo- § & mm, 6 Km 
[^o#«m^] 

[0 0 0 1] 
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[0 0 0 2] 

ti&o fx >Xxn^(i^fi^«^i9^f tt, 5a- 1 ; ^ — If ^ J: 
KffitO^yt KDrX h^ra> (DHT) Izgz&Zti, rZhAruy t 

#§&) mm, m%) > (turn, mmm <7>f&n\ ^mmmt 

[0 0 0 3] 

, #, WBt^^ll^tc^LTV^ (N Engl J Med 334, 707-714, 1996) Q 
[0 0 0 4] 

^Se^^a^Mfnl-^it^SH^^^^^^oo^.?, (Ann Rheum Dis 55 
, 811-815, 1996) o 
[0 0 0 5] 

u (Androgen Receptor, ITA Rtv^)^L XftfR-f ho ARii 
1988^ KChang&C/Lubahn <b £ J: 1) ^OMitt^? n - — y y £ :r_7. h n y 

Sttfc (Science 240, 324-326, 327-330, 1988) 0 fltfcttfcfctr T V Kn ■**;/«: 
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14DNA|Ut (Androgen Response Element ARE) Kffi&ir&o f 

7& f ^$tL-Cf^ffl**|&^* (Trend in Endocrinology and Metabolism 9, 317 
-324, 1998) 0 iOiiCfev^t, ARt:^l> 2f > KTaba-r* h 7, 

[0 0 0 6] 
[0 0 0 7] 

[0 0 0 8] 

flUB**^* v*2M rn^ KttA RT^Xb £ *t> flf3fiM3fr&*$ft* <b *tT 
[0 0 0 9] 

[0 0 10] 
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[0 0 11] 

[Mm 4r * * O^R] 

j tv^> t»ffl»K»t-cjMiftffl*r. **** t»tt«iwt 

[0 0 12] 

-f-fcfc-^ *Wii*icu^ ^ (I) 

[0 0 13] 

Mb 2] 



[0 0 14] 

(i, #-^-3 Ott** t *V^*e^ #-3-4 - 1 0 * 3 ~ 9 LTfie^U IT© 
i liO £ fcli 1 



2 




(I) 
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U 

Y(i-NR3C0-> -NR3S02-> -N R 3 C ONH- * fcfi-N R3C S N 
H- r3*4*JMC^ ^*tl~6<?)7;^^ ^t3~70y^ 

nr^ii fci±^t 1 7 ~ 9 or 7 ^^;vi*lt) £ftU 

R2^3zlL/c 1 ~31@<OR4T-g^$tL-CV>-C*> iv»7x-^t < li^fn 

oyvl^ -hni, ->7/36, -A-R5A \^xp^ Ati. -CO-. -CO 
2 -. -CONRK -0-, -OCO-, -NR6-> -NR6cO-, -NR 
6SO2-. — NR^C ONH—. -NR6CSNH-*/St±-NR6C00-«r^ 
L (5£tU R6{i^3lL-CHufSR3t|5lC^i*^^i-) . R5A{±, *#jB§^ 7 >y 
^JE^-T-am $ ttTV^T & «£ V»Ut*Jfe l~607^^Stfc f i^Hlfc 3 ~ 7 O 
i/^n7^;vi^tl $/i(i-B-(CH 2 ) n -R 5B ISl'K BtelMS^ - 
CO-, -CO2-. -CONR6'-, -0-> -OCO-, — NR^' — > -N 
R6'C0-, -NR6'S02-. -NR6'CONH-, -NR&'CSNH-tfc 
l±-NR6'COO-^L (5£*K R^raSltTHUfaRS^IWID*^^^) 

t^iv«tl~6<07;Wi, ^3~7<0y^n7WI, 
>JlH\ TKm*. vT/i, 5 OT;Vrr ^vS*^I4-NR7 , r8' ( 

5£*K R7'i3J:^R8'{i^tL-rtL^ALLTmfSR3i:ipICitt*^^i-) Sr^f} 

^tSti-eor^X'i, M3-7©v^nTWi, Rio-rams 
& o 

[0 0 15] 
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*&w<Dm<omm~£2>t> -ass* a) k*^-c, Ri^-hn^/c^v 

r/^-c£*K i^o-c&*K X^-C (CH 3 ) 2-CH 2 -^l5, Y^-N 
HCO-S^tt-NHCONH-t^l), R2^5:Lfc 1 ~ 3^0R4-e«m$ 

^uVymi: -A-R5A 1^+. Ate, -CO-. -0-, -OCO-> -N 

R6-t /:(i-NR6co-^L (s*;*, y^mm^ttz^^^)vm^m 

;V^;HI/;l^it3 ~ 7©y^nr;^^S?:^tl if:l±-B-(CH 2 ) n 
-R5B Bfi-CO-, -0-. -OCO-. -N R«' - 1 tzit-N R^' 

l~6<07 J£X& 3~7<z>v*n7 ;v^;v»t (i^ifc 1 - 5 tf> T 
[0 0 16] 

^m<om<Dmm.^^^t, -m&> (i) Ri^-hn^t^iiv 

Ty*-e*«9> i^o-e^^), x# s -c (ch 3 ) 2 -CH 2 --e& J 9> y**-n 

HCO-t*^ R2^5lL/cl ~3liOR4-eem$tLTV^-C^ iv^f n7 

^n^>«^ -A-R5A (^4., Ali-0-S^di-NHCO-^ 
U R 5A &. TK^IT^^^fi^y^M^-ett^^tL-C^T^ i v^^ifc 1 ~ 6 <7) 
T;v^;v*=lra-r) J/:li-B-CH 2 -R 5B (5£4\ Bte-O-S^ti-NH 

[0 0 17] 
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T i^Otife!!, X**-C (CH3) 2 -CH 2 -t*^ Y*«-N 

HC0-T?^)«9> R2^-C = C-R9 |5£*K R 9 (±"7 y jRHFf^MftS *LTV> 

^ RiOii^^^M^-eesi^tLTv^T^ iv*j£3Rjfci -6^7Wi 

[0 0 18] 

^f&^t^©^ (i) K&if2>w.m&K^xmm-f2> 0 

•/ntf/H^ ^fv^n^vS, n-T^/Hfe, 'fVWi, t e r t-^;V 
^> sec-^H, n -^>^;v£ > 3-^;V*/f- 

^^-^>^;v^> n-A^yji/i, 3, 3 - v ;* ^vT^v^is i V s 2 - 

[0 0 19] 

rMI:3~7(O^^D7;^;viJ ^WJtltit v/^nyn^H, 
[0 0 2 0] 

mfI7~9 077;^^iJ (D^fom'tLxit, y^.^)v 

[0 0 2 1] 

4-ey^;Hk 2-tf^v~;v*. 2-t°nv;H, 2--Y>Fv;v^ 2- 
7'j;vi, 3-7';^ 2-^-j.-;v*. 3-^-;v^ 2-n°n~;i/Si3 
J: IT 3 -t?n-;l^& W&tf ^>tL^ 0 
[0 0 2 2] 

T 7 y fH^Tft £ *LT V> T & ^V^R^m 1 ~ 6 <7) T ;V ;V*J ©7 7 
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& 2, 2, 2- h U 7)\'*U3-*f-)Vm&£TfT- Y^DVtUZ-^-fr&iZZtftb 
[0 0 2 3] 

r^n->*yJiuM (D^Lfemt LTte, 7**13^ ttSRlR^^ AMC^i* * # 

> n -7n*°3->». ^fy^n^yS, n-7F^vi> -Tv^h^rv*. t 
ert-y^vi, sec-7h^yi> n-^>f;^^yi, tert- 

r^vt^ 3 - 7 b ^ v^is «t tf* * * if OEM 

[0 0 2 4] 

o 

[0 0 2 5] 

Rl»i, 9 & (i 8 ft) H«»$tL*ifcjW*t 

[0 0 2 6] 

3le*«*lfe>*L*o XO«f4Lv^t±. -C (CH 3 ) 2 -CH 2 -^^^5o 
[0 0 2 7] 

Yii-NHCO-^ -NHS02-ifcl4-NHCONH-#»IL<, -N 
HCO-ifcti-NHCONH-^J: L<, -NHCO-^^Kffi L 

[0 0 2 8] 
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v>T& iv^Itl~6 07JV^f^it fcii-A-R 5A I^^K A(i-CO-> 
_ 0 -, -OCO-. -NR6-i/c(i-NR6C0- RGliTfc&^t 

T J: v\&3R&l ~ 6 (OT^^^Sf fc»i|ft*S!c3 ~7<0y^nTWi^ 
1-} £ f:li-B-(CH 2 ) n -R 5B l^4>> Bli-CO- -0-> -OCO- 
-NR6'-tfet±-NR6'CO-4:*t R 6 'tl *§StJiC^S ?-;V 

~6©TMiH (00 ill hV7;vtn^f;vi) > -o-R5A ( 

(0flx.H -OMe, -OEU -OPrn -OPri> -OBu 

n -ochf 2 > -ocf 3 , -OCH2CF3) > -co- (Ci-c 6 t;v^;v 

S) Wx.ll -COMe) , -OCO- (Ci~ C 6 T;V^;V*) (08x.Jl - 
OCOMe) . -0-(CH 2 ) n - (Ci~ C 5 7 ;V3^>&) (5£*K nliltfc 
(i2 0^ifc^^1-) (fflxJl -OCH 2 OMe. -OCH 2 CH 2 OMe) > - 
NI^ — NM e 2> — NHC OH> -NHCO- (Ci-CeT^/Hfe) (tfflx. 
ti\ — NHCOMe) a**W r &*U $f,CfflL<li-0-R 5A R 5A & 

[0 0 2 9] 

v\) lcgm§tt-tv^T ! i>iv>g^R4o^l~3'fi^ : f^b<> l~2ffiri* 
J:0^fttv\ g^«R 4 0$f ^ Lv^Jti. ^ny^M^ -0-R5A 

R5A{i 7 ^^f y jRJK^-ClKfeS tt-Cv^T J: v\|fc*Jfe 1 ~ 6 
(OTiV^^i) (Will -OEt, -OCH 2 CF 3 ) . -0-(CH2) n - ( c 




ffi!E# 2003-3072201 



2002-225300 A : 12/ 



H 2 OMe) , — NHC OH> -NHCO- (Ci~ C 6 7;V*;v*) (fllxJf. 
-NHCOMe) 3&»*»-f^*L, iOSff L<tt-NHCO- {C\- C^T )\>*)\> 

[0 0 3 0] 

n-^;v*^ n-*/ntf;V^ n--7'nt?;vS> n-^^;^ 
[0 0 3 1] 

N- [2- (8-V7/-2, 3, 3a, 4, 5, 9 b-^tt Kn-1H- 
v?n^>? [ c ] ^/^y-A-4)V) -2->f^-^nt'^] - 4 - h V 

N- [2- (8— ->7V-2, 3, 3a, 4, 5, 9 b-^tt Ko - 1H- 
v^n^? [c] ^7'J>-4-^;v) -2-^^-;v-7 p nif;v] -4- (2 
, 2, 2-f'J7;Vtnx^y) -^>X7 5 K 

6-7-bh7U*-N- [2- (8—>77-2, 3, 3a, 4, 5, 9b-^ 

HtKn-iH-y^D^v^ [c] *y y >- 4 -2-^^;v-7 9 
(i) ^^tLS^i&^o^^^^v^r^^^^Ei-**^^**. * 

£ 7t & ^ K & (E) fls (Z) 

[0 0 3 2] 

5£ (I) -e^$^S*l&W^«r h 7 t Kn^y y vili3ow^|tS5 

**U\ (3aR*, 4S*, 9bSV (4aR*, 5 S*, 

1 0 b S *) O & (Dim* LV> 0 
[0 0 3 3] 
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(3aR*, 4S*, 9bS*) — N— [2- (8-v7/-2, 3, 3a, 4, 
5, 9b-^fkKn-lH-y^n^>^ [c] */V>-4-'ffl') -2 
-^fjv-^ne;v] -4- h 'J 7)V*u* >^^vXT5 K (Hifcfll 1 Oft 

(3aR*, 4S*, 9bS*) -N- [2- (8-^77-2, 3, 3a, 4, 
5, 9 b-^*tt Kn - 1 H—>^n^^ [c] *J V >- 4 ->f -2 
-^•f-;v-7°nt:;v] -4- (2, 2, 2-h'J7Wnxh^-» -^>X7 
5 K (gjfcffll 8 Oft^*%) 

(3aR*, 4S*. 9bS*) -6-7-feh7U-N- [2- (8-vT/- 
2, 3, 3a, 4, 5, 9 b-^ttKD-lH-V?n^/^ [c] ^r/ 1 ; 

^ (i) -e^^tt^^^oft^tr^fc LTti, aia^WKimsftafco 

^**Uf#KfWIR$:M% MxJ2\ 7 7||g, MBM, Jlft**lftau 3*ft 

, a^^Bfc*, lESffi^ >BBft4:^<0*^ 

vflfcBU ^ywttt^ 77x>t, $oi/**>gfc#L 7^^'7^>»^7 

[0 0 3 4] 

[ftStifc 1 1 
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[0 0 3 5] 



Kb 3] 



a NH2 * G), ♦ j 



X-Y-R 2 



Ig1 




N X-Y-R 2 
H 



(a) 



(C) 



XH2 




N X-Y-R 2 



H 



a) 



[0 0 3 6] 

(^•f> -r^-coiB-^-timifitiwic'e^^o ) 

(IDgl) ^X^-Cii> ^ (a) . (b) &£Xf (c) -e^3*L&'ffc#**. HI 
[0 0 3 7] 

5£ (a) , (b) &J:tMc) T^$*L*<b-fr*tt-#JRO*^|6fc LT 4^14-5- 
fj=8^ h i; 7 ;v * n ffigu p - b > x ;v * Eg&ft* X\ 

ti&fc&Mfcttvm&m- 1 o ^*jbv>* lv^o KBrnrnt l-cw 

nn^;VA > 1, 'MfiJ-v, ^>«t?>\ b;wn> N i?Jr* 

lii *ifeOS^»j|«J LV* 0 BOk^jgf*- 2 0-1 0 0 TC^Itfl L < , 
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R0«FWtt 5^~4 8 BfK^SFS Lv> 0 
(XS2) #X5g-C«\ 5* (I I) ^Sttaft^fc. »«»T»jlWt7C*r 
h^J: (I) T'^ $ ft£-$j £ UBI-T %>^t a*-e £ & o 

/ 1 o «o;W * l < > j^mmt i~5 tv^ Q &s?#2& t 

EJi2 5-7 0Wil<> £Oi>B#Pf9J±3 0^-7 2 BSfKtW* Lv* 0 
[0 0 3 8] 

[ft 4] 




[0 0 3 9] 

-f^xm^teMmtm Bocttter t-yf*^*^ 

(la) ■C^$*L**»9Mfc'fr*tt^ MtffelJBWM^ mroxeiisiir 

(Xfli) *iitfeioxei tPl^o^iwi ij$4j£-e§*. 5£ ( 

ilia) -ctf £ & ft i» £ m-c*ra t r j&^mi" ^>-tia^ (i i ib 

) -Q7f^fr%> it&m * mitt & - 1 ^-e § & o 
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Bfclfc, FV7;utn p - h )V*. > x ;v * ffigk »f h ft 

2>» (Ilia) -C&ZtiZik&totettl>l~~5 0§iffiv^«IL 

- >K ^ ? y - ;w tK* «i £ fih <Di&&mM% L v^ 0 KJSi&Ete 0 ~ 

1 0 OWIK, RiSB#P^{i3 0^-2 4H^WIlv\ 
(I© 2) ^I^S-ei^ 5$ (I I I b) TTFSti-Mfc^t^ (d) . (e) t 
tzlt (f) "?7jkZtLZ>4t'&®** tif^Tf ^li^lET*ii$ fcli^ffitt 
»*t»-CRS$^r> T 5 K&#£Sj£$-£*£fcK* 05£ (I a) T^StLSft 

[0 0 4 0] 

& #Bc*8tetfiJ * ^ ^ ffl v \fh*LZ> 0 
[0 0 4 1] 

«\ & (d) (e) T^stt^b^^ (i i ib) -eTFZtL&ik&Qo 

itffcf'J y>^m»f bti&o ^ (d) Sfcfi (e) X*7F% ti ( 
I I Ib) t^SfrMb-BW^tLTl-l Oltfflv^W»Uv\ 

, N-v7f;vWTU; ^nn^rA ^nn*H, 1, 2-v^n 
nx*^ 1, 1, 2, 2 -7- h 7^DDX^> N MV-xv&Ji^tfiJ v^v&h* 
Lv> 0 RJoiaRtt 0-80 TCjW £ L < . BO&I^Wtt 3 0 53— 2 4 «fW** 
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[0 0 4 2] 

M&M*m^2>Jj&:te> S (I lib) T?7FZtlZ>4\:&Mt& ) (f) -CtfZH 
y^D^y;V*^*vM5 ( 3 - V * ^)VT * J ~? 

iSEt^tt^Stt^flt^-cRS^^^fe-e^^o *frfr*ia\ ^ (f ) t?^s*l* 

ft^^Lt 1 ~ 2 ^SJB^&OtW* Lv^o m*{iH^T^ t < . 

-*^;v^e;i'* , J hvxw^ vfcicrtf 1 ; <b 
*l4 0 (f) -e^$tL*^^^L-c i^*~:*3M&*/Bv»*ojW 

JU^o RSv#«t^ *K*B«r*L<Ilft#L*v*#J||E-C*tLtffc<^IR5feS*L* 

> * if^Sff Lv^ 0 BO&r&Ete 0-150 °C«Pt t < , EU&mm* 1 ~ 4 8 fl# 
Lv> 0 

[0 0 4 3] 

[ft 5] 




[0 0 4 4] 

"t"-<TOfB-^^Bfrffit|W|CT^l9. Yl«-NR3S0 2 -> -NR3C0 
NH-ifcli-NR 3 CSNH-^U Gl^nn^;^-;vi, ^Vv7t 

^ (lb) r^$*L*#&^to£«M±. lISUBi:, JttToRJSfc.tOft 



miiE# 2003-3072201 



ill 2002-225300 A '. 18/ 



#Rjs&-e«i> s(nib) -e^^tL^^b^i:^: (g) -c^SfLMb^fc* 

(lb) T?^£:ft;Mb#&£»£^* &o 

^-;vr^>. try^>ftir*»*»f^*L* 0 ^ (g) t^^Mb^^ (i i 

I b) £ fl&VC&tyQ KM L T 1 ~ 1 0lffflV^(7)^H L^o &Hf±5£ ( 

g) ^$*t*<b^^MLi^a~^a*J*«ffl't*o* , *f* t^, 

t LXl*&RJfc*mL< ffi*L£v>&&-tNfc*itffc < JCR56$*La?V^ N, N 
-y^f;v*;vA7U\ -^nn^?>\ ^nn^A, 1, 2-y^nnx 
1, 1, 2, 2-fh7^nnx^, h;vx>, f >7tKn77>^ 
Lv> 0 0-80 tifl L < . EU&mm* 30^12 l$H 

[0 0 4 5] 
[0 0 4 6] 

& o 

[0 0 4 7] 

ART h ®TF<Z>m&0>m*#SBft"C § & o 



ffiSE# 2003-3072201 
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msmwamm wwMsm%m&. ^r>^« urnom^u 
*>o) , ^.m^rn. mtmtmr, 

&^YEm*7F-fztfrL>, ^'tfm. m&mm, nm, vmwm&. mm, aid 
mmsmft&L, m&ML'mm&nmm.m, itmmm. im&fiL* 

[0 0 4 8] 

[0 0 4 9] 
[0 0 5 0] 

mx.n. m&u mmz, mtm. mmu m.xm, m.%L mm, -> 

^j&k j&JMRk j&Ifc&k tfcl^Jfc^fctffcjftao 
[0 0 5 1] 

ftt&K ftfl$U H/ffc&k ttflr#J, ^<7)«a^W^I^#^tL^^@^WiJ«r@5^ 
[0 0 5 2] 



ffiliE# 2003-3072201 
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S4ii:tT»0. 0 1-10 0mg/kgO«l-e*4 o 
[0 0 5 3] 

[0 0 5 4] 
[0 0 5 5] 

lH-NMRX^^>;Hi, f h7^f^v7> (TMS) 
J NM-EX2 7 OM-X^? b;vy-?- (270 MHz. B^m^- 

) at) -e^u jfiippm-cgUo 

[0 0 5 6] 

tfz, i^T<om^^XZfm^iS^X, Mel^fiH, E t lixf ;H> P 
r (i7°n B u Hex ti^^r isfr&X&to 

MfcMl] (3aR*, 4S*. 9 b S*) -N- [2- (8-/77-2, 3 
, 3a, 4, 5, 9b-^ttKn-lH-^n^>^ [c] *yj>-4 

[0 0 5 7] 



tHiE# 2003-3072201 



^}(T 2002-225300 



[it 6] 




[0 0 5 8] 

(1) (3aR*, 4S*, 9bS*) - [2- (8-W-3a, 4, 5, 9 
b _ t ^tKn-iH-'>^n^^ [c] ^y;>-4--f;v) -2-**- 

[0 0 5 9] 

[ft 7] 




[0 0 6 0] 

4 -7^ y ^>v*r. h ij ;U50.0g. v^n^>^v ? Ji> / 41.8mL43<tt>'2 , 2 -v 
- MJ ;H000mUC?#f$ U b V 7 nMft3. 2mL£ 0 ICCiin^feo ^L^-Bfc 

lH-NMR(CDCl 3 ) sm : 0.99(3H, s), 1.0l(3H, s), 1.35(9H, s), 2.21-2.30(1H, 
m), 2.45-2.55QH, m), 2.81-2.92(2H, m), 3.27(1H, brs), 3.38-3.42(lH, m) 
, 3.98(1H, d. J=7.9Hz),4.69(lH, brs), 5.74-5. 76 (1H, m), 5.85-5.88(lH, m) 
, 6.64C1H, d, J=7.9Hz), 7.17(1H, d, J=7.9Hz), 7.19(1H, s). 




t&tE# 2003-3072201 



£p 2002-225300 ^ 22/ 

(2) (3aR*, 4S*, 9 b S*) - [2- (8-VT/-2, 3, 3a, 4 

5, 9b-^WKo-iH-y^^^ [c] 4 -^r ;v) - 

[0 0 6 1] 

Mb 8] 




[0 0 6 2] 

(1) T*#7t<b^%10.0g^^-i-^^750mLlC^t> m^e^lOOmgSrfinx.T 

lH-NMR(CDCl 3 ) ^ : 0.97(3H, s), 0.99(3H, s), 1.37(9H, s), 1.43-1. 69(5H, 
m), 1.81-1.98(2H, m), 2.37(1H, q, J=7.9, 12.5Hz), 2.90(1H, dd, J=5.3, 1 

4.2Hz), 3. 24-3. 34 (3H, m), 4.68(1H, brs), 6.53(1H, d, J=8.6Hz), 7.19(1H, 

dd, J-1.7, 8.6Hz), 7.32(1H, d, J=1.7Hz). 
(3) (3aR*, 4S*, 9 b S*) -4- (2-75/-1, l-V*f-)V- 

xfjV) -2, 3, 3a, 4, 5, 9b-A^ftKn-lH-^n^/^ [ 

c] v >- )i<&=- Y } ) 

[0 0 6 3] 

Mfc9] 




[0 0 6 4] 



mtE# 2003-3072201 



2002-225300 



^-v! 23/ 



( 2 ) •e#fc'f &fr*&3. 0g£ tf7tKD77> lOmLKigfll U 4 NEtlfe- v * * 

lH-NMR(CDCl 3 )$lfi : 0.93(3H, s), 1.03(3H, s), 1.44-1. 73(4H, m), 1.81-1.9 
1(2H, m), 2.27-2.32(lH, m), 2.72(1H, dd, J=12.5, 33.0Hz), 3.25(1H, t, J= 
5.9Hz), 3.44(1H, d, J=2.3Hz), 6.44(1H, d, J=8.6Hz), 7.00(lH, brs), 7.15( 
1H, dd, J-1.7; 8.4Hz), 7.29(1H, s). 
(4) (3aR*, 4S*, 9 b S*) — N— [2- (8-W-2, 3, 3a 
4, 5, 9b-^ftKn-lH-y^o^>^ [c] V >- 4 -4 K> 
) -2-^f;v-7'Dt:;i/] - 4 - > 'J 7^t n ^ h **^>X7 5 K 
[0 0 6 5] 
lit I 0] 




[0 0 6 6] 

(3) -e#fclfc£*.6g. 4 - h 'J "7;v^n^ h^>^l.#M2.8g*N> N- v 
;V A T ^ MOOmLK^MU 4 - * *f-)V*:)V* 'j >3. 4mU N-tKD* 
> y h U T V- >V2. 4g£ i 0* 1 - 3 - (3-^W5>'7 , ne 

^ffi^ :mtt^j^=3 : D till, &nik&W3.2g*nfco 

lH-NMR(CDCl 3 ) S : 1.08(3H, s), 1.11(3H, s), 1.52-1.74(5H, m), 1.85-1.99(1 



ffiiflE# 2003-3072201 



^ppM 2002-225300 ^ ^- v I 24/ 

H, m), 2.42(1H, q, J=7.6Hz), 3. 19-3. 27 (2H, m), 3.33(1H, d, J=2.3Hz), 3.7 
4(1H, dd, J=7.3, 14.2Hz), 6.37(lH, brs), 6.62(1H, d, J=8.6Hz), 7.21-7.33 
(4H, m), 7.77(2H, d, J=8.9Hz). 

[0 0 6 7] 



ffiiE#2 003-3072201 




#^ 


R 2 


^-NMR 


2 




(CDCla)^: 1.08(3H, s), 1.11(3H, s), 1.30-1.74(4H, 
m), 1.84-2.01(2H, m), 2.88-2.96(lH, m), 3.19- 
3 26f2H mi 3 33C1H d. J=2.0Hz), 3.74(1H, dd, 
J=7.3, 14.2Hz), 6.41(1H, t, J=5.9Hz), 6.62(1H, d, 
J=8.2Hz), 7.22(1H, dd, J=2.0, 8.2Hz), 7.33(1H, s), 
7.40(2H, d, J=8.6Hz), 7.67(2H, d, J=8.6Hz). 


3 


XL, 


(CDCI3) 6 : 1.07(3H, s), 1.10(3H, s), 1.52-1.74(4H, 
m), 1.84-1.96(2H, m), 2.39-2.42(lH, m), 3.18- 
3.25(2H, m), 3.32(1H, d, J=2.3Hz), 3.71(1H, dd, 
,7=7 3 14 2Hz» 6 38(1H t. J=6.6Hz). 6.59(1H, d, 
J=8.6Hz), 7.22(1H, dd, J=1.7, 8.2Hz), 7.32(1H, 
brs), 7.44<2H, d. J=8.6Hz), 7.78(2H, d, J=8.6Hz). 


4 


o 


(CDCl3><5: 1.08(3H, s), 1.12(3H, s), 1.42-1.75(4H, 
m), 1.84-1.99(2H, m), 2.41-2.43(1H, m), 2.63(3H, 
s), 3.26(2H, dd, J=6.3, 14.2Hz), 3.34(1H, d, 
J=2.3Hz), 3.74(1H, dd, J=7.3, 14.2Hz), 4.66(1H, 
brs), 6.51(1H, t, J=6.6Hz), 6.60(lH, d, J=8.3Hz), 
7.21(1H, dd, J=2.0, 8.4Hz), 7.32(1H, s), 7.80(2H, d, 
J=8.6Hz), 8.00(2H, d, J=8.6Hz). 


5 




(CDCl3><5: 1.06(3H, s), 1.10(3H, s), 1.41-1.74(4H, 
m), 1.84-1.97(2H, m), 2.36-2.41(lH, m), 3.18(1H, 
dd, J=5.9, 14.4Hz), 3.22-3.25(lH, m), 3.33(1H, d, 
J=2.0Hz), 3.74(1H, dd, J=7.6, 14.2Hz), 3.84(3H, s), 
6.31(1H, t, J=6.6Hz), 6.61(1H, d, J=8.2Hz), 
6.91(1H, d, J=8.9Hz), 7.21(1H, dd, J=1.6, 8.4Hz), 
7.3K1H, s), 7.69CLH, d, J=8.9Hz). 


6 




(CDCl3)<S: 1.07(3H, s), 1.11(3H, s), 1.48-1.80(4H, 
m), 1.84-1.98(2H, m), 2.37-2.45(lH, m), 3.18- 
3.26(2H, m), 3.33(1H, d, J=2.0Hz), 3.73(1H, dd, 
J=7.6, 14.3Hz), 4.68(1H, brs), 6.35(1H, t, 
J=6.6Hz), 6.56(1H, m), 6.59(1H, d, J=8.6Hz), 
7.16(1H, d, J=8.9Hz), 7.21(1H, dd, J=1.6, 8.4Hz), 
7.32(1H, s), 7.74(1H, d, J=8.9Hz). 



[0 0 6 8] 
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[*2] 



7 




(CDCla) 5 : 1.06(3H, s), 1.10(3H, s), 1.43(3H, t, 
J=6.9Hz), 1.48-1.58(3H, m), 1.87-2.05(2H, m), 
2.38-2.41(lH, m), 3.17 (1H, dd, J=5.6, 14.2Hz), 
3.23(1H, q, J=5.6Hz), 3.32(1H, d, J=2.0Hz), 
3.73(1H, dd, J=7.€, 14.2Hz), 4.06(2H, q, J=6.9Hz), 
4.79(1H, brs), 6.25-6.29(lH, m), 6.59(1H, d, 
J=8.3Hz), 6.90(2H, d, J=8.9Hz), 7.21(1H, dd, 
J=1.7, 8.3Hz), 7.31(1H, d, J=1.7Hz), 7.67(2H, d, 
J=8.9Hz). 


8 




(CDCl^S: 1.07(3H, s), 1.11(3H, s), 1.52-1.74(4H, 
m), 1.84-1.98(2H, m), 2.37-2.45(lH, m), 3.16- 
3.26(2H, m), 3.32(1H, d, J=2.0Hz), 3.73(1H, dd, 
J=7.6, 14.3Hz), 4.16(2H, q, J=7.9Hz), 6.32(1H, t, 
J=6.6Hz), 6.60(1H, d, J=8.6Hz), 6.97(2H, d, 
J=8.9Hz), 7.21(1H, dd, J=1.7, 8.3Hz), 7.32(1H, s), 
7.72(2H, d, J=8.6Hz). 


9 




(CDCI3) <5 : 1.04(3H, t, J=7.6Hz), 1.06(3H, s), 
1.10(3H, s), 1.51-1.97(8H, m), 2.36-2.41(lH, m), 
3.14-3.25(2H, m), 3.32 (1H, d, J=2.0Hz), 3.74(1H, 
dd, J=7-6, 14.2Hz), 3.95(2H, t, J=6.6Hz), 6.30(lH, 
t, J=6.6Hz), 6.62(1H, d, J=8.6Hz), 6.90(2H, d, 
J=8.6Hz), 7.22(1H, dd, J=1.7, 8.3Hz), 7.32(1H, s), 
7.67(2H, d, J=8.9Hz). 


1 0 




(CDCla) 6 : 1.06(3H, s), 1.09(3H, s), 1.34(6H, d, 
J=5.9Hz), 1.48-1.70(4H, m), 1.73-1.95(2H, m), 
2.35-2.41(lH, m), 3.13-3.25(2H, m), 3.32(lH, d, 
J=2.3Hz), 3.74(1H, dd, J=7.6, 14.2Hz), 4.60(1H, 
m), 6.29(1H, t, J=6.6Hz), 6.61(1H, d, J=8.2Hz), 
6.88(2H, d, J=8.9Hz), 7.21(1H, dd, J=1.7, 8.9Hz), 
7.3K1H, s), 7.66(2H, d, J=8.9Hz). 


1 1 




(CDCI3) 6 : 1.07(3H, s), 1.10(3H, s), 1.47(3H, t, 
J=7.6Hz), 1.52-1.74(4H, m), 1.84-1.97(2H, m), 
2.37-2.42(lH, m), 3.18-3.26(2H, m), 3.32(1H, d, 
J=2.3Hz), 3.71(1H, dd, J=7.3, 14.5Hz), 4.14(2H, q, 
J=6.9Hz), 6.36(1H, t, J=6.6Hz), 6.62(1H, d, 
J=8.6Hz), 6.95(1H, t, J=8.6Hz), 7.22(1H, dd, 
J=1.3, 8.2Hz), 7.32(1H, s). 7.45-7.50C2H, m). i 


1 2 




(CDCl3)<5: 1.06(3H, s), 1.10(3H, s), 1.48(3H, t, 
J=6.9Hz), 1.55-1.71(4H, m), 1.74-1.93(2H, m), 
2.41(1H, d, J=7.3Hz), 3.17-3.25(2H, m), 3.33(1H, 
s), 3.71(1H, dd, J=7.3, 10.3Hz), 3.90(3H, s), 
4.13(2H, q, J=6.9Hz), 4.75(1H, brs), 6.30(1H, brs), 
6.60(1H, d, J=8.3Hz), 6.84(1H, d, J=8.3Hz), 
7.20(2H, t, J=8.3Hz), 7.34(2H, d, J=7.3Hz). 



[0 0 6 9] 
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1 3 




(CDCl 3 )d: 1.05<3H, s), 1.09(3H, s), 1.43-1.73(40, 
m), 1.83-1.92(2H, m), 2.33-2.43(lH, m), 3.18(1H, 
dd, J=5.9, 14.5Hz), 3.33(1H, d, J=2.0Hz), 3.45(3H, 
s), 3.61-3.80(3H, m), 4.11-4.20(2H, m), 4.48(1H, 
brs), 6.38(1H, brs), 6.59(1H, d, J=8.3Hz), 6.94(2H, 
d, J=8.9Hz), 7.20(1H, dd, J=2.0, 8.3Hz), 7.30(1H, 
s), 7.68(2H, d, J=8.9Hz), 8.03(1H, dd, J=2.0, 
8.9Hz). 


1 4 




(CDCI3) 5 : 1.07(3H, s), L10(3H, s), 1.52-1.74(4H, 
m), 1.88-1.96(2H, m), 2.32(3H, s), 2.37-2.42(lH, 
m), 3.20(2H, dd, J=5.6, 14.4Hz), 3.32(1H, d, 
J=2.0Hz), 3.75(1H, dd, J=7.3, 14.2Hz), 6.34(lH, t, 
J=6.6Hz), 6.61(1H, d, J=8.2Hz), 7.16(2H, d, 
J=8.6Hz), 7.22(1H, dd, J=1.7, 8.4Hz), 7.33(1H, s), 
7.74(2H, d, J=8.6Hz). 


1 5 


1 

Me 


(CDCla)5 : 1.04(3H, s), 1.09(3H, s), 1.42-1.72<4H, 
m), 1.87-1.99(2H, m), 2.35-2.39(lH, m), 3.01(6H, 
s), 3.14(2H, dd, J=5.6, 14.4Hz), 3.22-3.26(lH, m), 
3.32(1H, d, J=1.7Hz), 3.75(1H, dd, J=7.6, 14.2Hz), 
4.90(1H, brs), 6.22(1H, t, J=6.6Hz), 6.60(1H, d, 
J=8.6Hz), 6.65(2H, d, J=8.9Hz), 7.20(1H, dd, 
J=1.7, 8.4Hz), 7.30(1H, s), 7.62(2H, d, J=8.9Hz). 


1 6 


H 


(CDCl^S: 1.07(3H, s), 1.10(3H, s), 1.51-1.74(4H, 
m), 1.83-1.99(2H, m), 2.36-2.43(lH, m), 3.15- 
3.29(1H, m), 3.33(1H, d, J=2.0Hz), 3.74(lH, dd, 
J=7.6, 14.3Hz), 6.53-6.58(lH, m), 6.62(1H, d, 
J=8.2Hz), 7.15(1H, dd, J=8.6, 14.6Hz), 7.31(1H, s), 
7.56-7.75<4H, m), 8.02(1H, s). 


1 7 




(DMSO-^e) 6 : 0.97(3H, s), 0.99(3H, s), 1.37- 
1.44(2H, m), 1.58-1.70(2H, m), 1.87-1.99(2H, m), 
2.37(1H, brs), 2.50(3H, t, J=1.7Hz), 3.23(2H, dd, 
J=6.3, 13.5Hz), 3.39(1H, s), 3.45(1H, dd, J=6.3, 
13.5Hz), 6.15(1H, s), 6.81(1H, d, J=8.6Hz), 
7.23(1H, dd, J=1.7, 8.4Hz), 7.35(1H, s), 7.63(2H, d, 
J=8.6Hz), 7.78(2H, d, J=8.6Hz), 8.21(1H, t, 
J=6.3Hz), 10.14(1H, s). 


1 8 




(CDC1 3 )<5: 1.06(3H, s), 1.11(3H, s), 1.51-1.73(4H, 
m), 1.88-1.96(2H, m), 2.20(3H, s), 2.40(1H, d, 
J=8.3Hz), 3.15-3.26(2H, m), 3.32(1H, d, J=2.3Hz), 
3.74(1H, dd, J=7.3, 14.4Hz), 4.76(1H, brs), 
6.50(1H, brs), 6.62(1H, d, J=8.2Hz), 7.21(1H, dd, 
J=2.0, 8.3Hz), 7.32-7.47(4H, m), 7.60(1H, d, 
J=7.9Hz), 7.96(1H, s). 



[0 0 7 0] 
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1 9 




(CDCl^S: 1.08(3H, s), 1.12(3H, s), 1.52-1.75(4H, 
m), 1.89-2.00(2H, m), 2.38-2.44(lH, m), 3.25- 
3.34(3H, m), 3.71(1H, dd, J=6.9, 14.2Hz), 6.46(1H, 
brs), 6.59(1H, d, J=8.3Hz), 7.22(1H, dd, J=2.0, 
8.3Hz), 7.33(1H, s), 7.42(1H, d, J=8.3Hz), 8.04(1H, 
da, J— z.o, o.oxiz;, o. /uiJJtl, a, d— z.oxizj. 


2 0 


XX, 


(DMSO-d^tf : 0.95(3H, s), 0.98(3H, s), 1.23(3H, t, 
J=6.9Hz), 1.36-1.43(2H, m), 1.60-1.87(2H, m), 
1.87(2H, brs), 2.33(1H, brs), 3.17-3.25(2H, m), 
3.34-3.41(2H, m), 3.95(2H, q, J=6.9Hz), 6.15(1H, 
s), 6.38(1H, d, J=9.6Hz), 6.81(1H, d, J=8.3Hz), 
7.22(1H, dd, J=1.3, 8.6Hz), 7.36(1H, s), 7.86(1H, 

JJ T o O ft A XT— \ O rt£i/lTX i. 7 O oU-\ O DO/1 TT 

da, J— 2.o, 9.4J1Z), 8.Ub(l±i, t, J— o.3±iz), 8.33(111, 
d, J=2.3Hz). 


2 1 




(CDCls) 8 : 1.10(3H, s), 1.15(3H, s), 1.47-1.73(4H, 
m), 1.84-2.02(2H, m), 2.39-2.42(lH, m), 3.19- 
3.27(2H, m), 3.33(1H, d, J=2.0Hz), 3.64(lH, dd, 
J=6.6, 14.4Hz), 4.50-4.74(3H, m), 6.32(1H, t, 
J=6.3Hz), 6.57<1H, d, J=8.3Hz), 6.60(1H, d, 
J— y.Zrizj, /.ly^JLH., ad, «J— ^./, o.oxiz;, /.ol^lri, s_), 
7.58(1H, dd, J=2.6, 9.7Hz), 8.04(1H, s). 


2 2 


Tl 


(CDC1 3 )<5: 1.05(3H, s), 1.10(3H, s), 1.53- 1.69(4H, 
m), 1.73-1.99(2H, m), 2.36-2.42(lH, m), 3.15- 
3.39(3H, m), 3.40(3H, s), 3.68(1H, dd, J=6.9, 
14.2Hz), 5.32(2H, s), 6.36(1H, t, J=6.3Hz), 
6.57(2H, dd, J=9.6, 10.6Hz), 7.20(1H, dd, J=2.0, 
8.4 Hz), 7.o^(lJti, s), 7.60(lri, ad, 9.6Hz), 
8.10(1H, d, J=2.6Hz). 


2 3 


H 


(DMSO-de) 6 : 0.98(3H, s), 1.00(3H, s), 1.15- 
1.25(2H, m), 1.46-1.€7(2H, m), 1.83-1.99(2H, m), 
2.11(3H, s), 2.35-2.38(lH, m), 3.16-3.49(4H, 
m),6.17(lH, s), 6.82(1H, d, J=8.3Hz), 7.23(1H, dd, 
J=2.0, 8.4Hz), 7.36(1H, s), 8.08-8.20(2H, m), 

X WITT * .~\=fi IK?} «7*»/1TT A J— 1 fiW^ 
10.8(1H, s). 


2 4 




(CDClg) 6 : 1.06(3H, s), 1.10(3H, s), 1.52-1.73(4H, 
m), 1.19(2H, brs), 2.40(1H, d, J=7.6Hz), 3.13- 
3.25(2H, m), 3.34(1H, d, J=1.7Hz), 3.68(1H, dd, 
J=7.6, 14.2Hz), 4.67(1H, brs), 6.51(1H, dd, J=1.7, 
3.6Hz), 6.58(2H, d, J=8.6Hz), 7.10(1H, d, 
J=3.6Hz), 7.2K1H, d, J=8.6Hz), 7.32(1H, s), 
7.44(1H, s). 



[0 0 7 1] 
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2 5 




(CDClg) 5 : 1.05(3H, s), 1.09(3H, s), 1.47-1.73(4H, 
m). 1.85-1.98(2H, m), 2.36-2.41(lH, m), 3.16(1H, 
dd, J=6.3, 14.2Hz), 3.25(1H, t, J=5.6Hz), 3.33(1H, 
d, J=2.0Hz), 3.67(1H, dd, J=7.6, 14.4Hz), 6.11(1H, 
brs), 6.60(2H, d, J=8.6Hz), 7.21(1H, dd, J=2.0, 8.4 
Hz), 7.32(1H, s), 7.44(1H, t, J=1.7Hz), 7.92(1H, 
dd, J=0.7, 1.5Hz). 


2 6 


Mo 
rvie 


(CDClaJd: 1.01(3H, s), 1.04(3H, s), 1.55-1.69(5H, 
m), 1.89-1.98(2H, m), 1.94(3H, s), 2.38(1H, brs), 
3.02(1H, dd, J=5.9, 14.2Hz), 3.28(1H, t, J=5.9Hz), 
3.29(1H, d, J=2.3Hz), 3.55(1H, dd, J=7.6, 14.2Hz), 
4.51(1H, brs), 5.88(1H, brs), 7.20(lH, dd, J=1.3, 
8.3Hz), 7.33(1H. d, J=1.3Hz). 


2 7 




(CDCyS: 0.96 1.04(9H, m), 1.43-1.96(6H, m), 
1.88-2.19(2H, m), 2.25(1H, d, J=7.3Hz), 2.28(1H, 
d, J=6.9Hz), 2.31-2.38(1H, m), 3.03(1H, dd, J=5.9, 
14.2Hz), 3.29-3.30(2H, m), 3.55(1H, dd, J=7.9, 
14.4Hz), 4.54(1H, brs), 5.91(lH, brs), 6.56(1H, d, 
J=8.6Hz), 7.2K1H. dd, J=2.0, 8.3Hz), 7.33(1H, s). 


2 8 




(CDClg) 6 : 0.88(3H, t, J=6.3Hz), 1.01(3H, s), 
1.04(3H, s), 1.06-1.69(12H, m), 1.88-2.01(2H, m), 
2.28(1H, t, J=6.9Hz), 2.34-2.40(lH, m), 3.03(1H, 
dd, J=6.3, 14.4Hz), 3.26-3.60(2H, m), 3.54(1H, dd, 
J=7.6, 14.4Hz), 4.55(1H, brs), 5.93(1H, brs), 
6.56(1H, d, J=8.6Hz), 7.20(1H, dd, J=2.0, 8.4Hz), 
7.33(1H, s). 


2 9 




(CDCla)^: 1.03(3H, s), 1.07(3H, s), 1.50-1.65(4H, 
m), 1.84-1.86(2H, m), 2.37(1H, brs), 3.11(1H, dd, 
J=5.9, 14.2Hz), 3.20(1H, brs), 3.35(1H, s), 
3.61(1H, dd, J=7.6, 14.2Hz), 4.71(1H, brs), 
6.58(1H, d, J=8.6Hz), 6.73(1H, brs), 7.15(1H, d, 
J=8.3Hz), 7.28-7.39(4H, m), 7.47(2H, d, J=5.3Hz). 



[0 0 7 2] 

[H»J30] (3aR*, 4S*, 9 b S*) -1- [2- (8-vTy-2, 
3, 3a, 4, 5, 9b-^ttKn-lH-y^n^y^ [c] *SV>- 
- 2 -^f;v-7°nt?;v] -3- (3, 4-^on7x^v) 

T<DMM 

[0 0 7 3] 
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Mb 1 1 ] 




O 



-CI 



CI 



[0 0 7 4] 

(3) TW^ffc£-tr50.0mg£N, N-vVf ^*;l/AT5 K2mUCv# 
8¥U ^VvT^m 3, 4-^^nn-7^-;V52mg*SDx.7t 0 m-S-eiBtr^tl 

^n-7h^77^- ^t>:ftixf^=4 : i~i : i) -effi 

lH-NMR(CDCl3) d : 1.00(3H, s), 1.13(3H, s), 1.43-1.67(6H, m), 2.38(1H, d, 
J=7.6Hz), 3. 11-3. 23 (2H, m), 3.37(1H, dd, J=6.3, 13.9Hz), 3.38(1H, s), 4 
.56(1H, s), 5.52(1H, t, J=6.3Hz), 6.51(1H, d, J=8.6Hz), 7.06(1H, dd, J=2 
.0, 8.4Hz), 7.14(1H, d, J=2.3Hz), 7.17(1H, d, J=2.3Hz), 7.25(1H, s), 7.2 
9(1H, d, J=2.0Hz), 7.52(1H, d, J=2.3Hz). 

mmm3 o tmn^i-rmmms i~3 3CitMt^iiLf: 0 

[0 0 7 5] 
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^2 




Me Me 



#^ 


E 2 


J H-NMR 


3 1 




(CDCI3) <5 : 0.98(3H, s), 1.00(3H, s), 1.43-2.00(6H, 
m), 2.35(1H, d, J=6.9Hz), 3.10(1H, dd, J=6.3, 
14.4Hz), 3.20(1H, t, J=6.3Hz), 3.34-3.41(2H, m), 
4.bU( ( lxi, &) 9 o.4D^lri, Z, d— (xoxizj, 0*4^1x1, q, 
J=8.6Hz), 7.06(1H, d, J=8.6Hz), 7.17-7.26(5H, m). 


3 2 




(CDCla) a : 0.93(3H, s), 0.95(3H, s), 1.37(2H, d, 
J=5.0Hz), 1.58-1.63(2H, m), 1.86(2H, brs), 
2.23(1H, s), 2.31(1H, brs), 2.50(1H, d, J=1.7Hz), 
3.08(1H, dd, J=6.3, 13.4Hz), 3.20-3.28(2H, m), 
6.16(2H, d, J=7.3Hz), 6.69(1H, d, J=6.9Hz), 
6.81(1H, d, J=8.6Hz), 7.04-7. 14(2H, m), 7.24(2H, 
d, J=11.0Hz), 7.36(lH, s), 8.3K1H, s). 


3 3 




(CDCI3) 6 : 1.02(3H, s), 1.04(3H, s), 1.44-1.51(2H, 
m), 1.66-1.78(2H, m), 1.94(2H, brs), 2.41(1H, d, 
J=6.3Hz), 2.58(1H, t, J=1.7Hz), 3.19(1H, dd, 
J=6.3, 13.5Hz), 3.30-3.50(2H, m), 6.23(1H, s), 
6.41(1H, t, J=6.3Hz), 6.90(1H, d, J=8.2Hz), 7.29- 
7.32(2H, m), 7.44(1H, s), 7.51(2H, d, J=5.3Hz), 
8.05(1H, s), 8.85(1H, s). 



[0 0 7 6] 

mmm 1 ] 7^r>Kor/^(57>AR) iztt-r&wt&wm&um. 

Zmtti, JKlvLtzETMWWL (lOmM Tris, lmM EDTA, 5mM DTT, lOmM V f^WO- 
P H7.4) *fc®JRLfco Ift&BZffltyL, ET3g«$t£iD;i, *^yt 
'ff-^lvW^t'f^Lt h £100,000X g> 6053% 4 C C 

[0 0 7 7] 



ffiSE# 2003-3072201 



2002-225300 ^ ^- v : 32/ 

ytKnfXh^fn> (DHT) &3H-T (2.5nM) <^ft^E^400^S 

8tj£<9fi»ft^ £ ?t in L tz i . 5mi ^ a. - min £ . $ £ ^200 ^ g a r f 

T70-1.0%fStt^^300// 1&JPX.T. 7X^-tr$ h\~lttt^ h t 

-r^^<7)3 H -T^im.*l^*LfCo 4*C, 2,500rpm. 5^P^l>3«lL ^<D±W27 

[0 0 7 8] 

IC 50 ) ^r#ffiL/io 
[0 0 7 9] 

=100X [i_(a-c)/(b-c)] 

b : ^0^^t;ii«-9->'7 9 ;K7)Sfcl^tt (3h-to* : l&f&£~i) 
c : xmmn*r>-?)\'<DWLMm i &. (3h-t+dht : mmmm^^) 

(RBA:Relative Binding Affinity) teJ^T05££ 0 (Endocrinology 
138, 863-870, 1997) o 
[0 0 8 0] 

RBA=100X {\£i])V$^ KOIC50) / C£3PM^tWIC5()) 
±|BJ: ^^/c^HJ'fb^ORBA ; Sr^3 o 
[0 0 8 1] 
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^3 





RBA 


mmm 5 


81 


mmm 1 3 


74 


Hl»J 1 6 


406 


mmm 2 0 


310 


2 1 


159 


SfcfiM 2 2 


163 


mmm 2 3 


420 


HJIsM 2 5 


144 


mmm 2 1 


765 




100 



[0 0 8 2] 

[ttRtii2] (orx) h-e«>flr;ajsu ^ii##*jftaa , ann*jKK: 

12^mSD^ y h £)INIMfttt& 3g0 «fc ^ MMM 1 <r>ik&® (30mgAg) £ X 
tt'DHT (10 mg/kg) 4:101 M 5 0 T? 4 MmM^T^ Ltz 0 ?&ffl<t& 

XiamiRS) J: &iM5£&?fv\ HMM 1 <Ott&VB<0 in vivo-eo$&*£fF« ^ 

J»**fE 4 X.xm 1 - 3 tc^fo 
[0 0 8 3] 
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m4 





(mg/lOOg-fcM) 


(mg/cra 2 ) 


(mg/100g#m) 


ORX ttfflM 

ommmmi 30nig/kg 

ORX+DHT lOmg/kg 


94±17 
8±1 
70 ±13" 
166 ±33" 


140±6 
128±4 
137±7" 
138 ±6° 


53±4 
35±4 
60 ±6" 
74±6" 



Mean±SD *p<0. 05, "p<0. 01 on Dunne tt's /-test. 



[0 0 8 4] 

-^dht a, iomgAg^mM%±m^mmmi3mv?mm%:SL rimmnMo 
mmm& h titztK m jams* &^#3«#oj&i75% l £ 0 

[0 0 8 5] 

[M»J3] mmmm (orx) 9* hr^mr&iifu *ii##^;£<rap^S£K 
uMmmsv? v v zmmmntik. ^ s <t ^ ni&w 8 & * # 2 3 mt^m (30mg 

Ag) ^it^DHT (lOmg/kg) £ 1 B 1 ISil 5 B tM^^&T&^L/io 

^*)i<^~xm.mx&) ^£&mfc*ft^\ mmms^xx^2 3<D^m<Dinv 
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[«9] 



^5 













(mg/100g#:fi) 


(mg/cin 2 ) 


Ong/lOOgteM) 




123±17 


1.40 ±5 


60±4 




8±2 


131 ±6 


38±4 


OM+MMM 8 30mg/kg 


62±10" 


136±3* 


58±6" 


Ommmm 23 30mg/kg 


1 1 1 ± 1 4** 


137±5* | 


72±6" 


ORX+DHT 10mg/kg 


162±27" 


138 ±6** 


85±9" 



Mean±SD *p<0.05, Vtt.Ol on Dunnett's 7-test. 



[0 0 8 7] 
[0 0 8 8] 

[0 0 8 9] 

imnm i ] &#j 

tz 0 

[0 0 9 0] 

^SJfeflJ 1 ^-fk^tJ 2 m g 

mm 4 8 m g 



ffiiE#2 003-3072201 



2002-225300 ^ ^- *J : 



%m 3 0 m g 

i B B B-b^O-^ 1 5mg 

ff-)Vlz)VU — 7, 3 m g 

xtrr/^ny^A 2m g 

1 0 0 m g 

[0 0 9 1] 



TfBO^tCtfe* f oT, 1 SfcfcfcO^BlJ&^mg 1 0 0m g<7> 



^SifeW 1 <D^^J 2 m g 

» 3 8 m g 

?Lii 5 0 m g 

|§ H ^-t;pn-^ 8mg 

XrTr/tvny^A 2mg 

1 0 Omg 

[0 0 9 2] 



[Ell] #»BKfrfr« (*Jfc«Hfc#«fl S^DHT^Itiiit^M 
[EI 2 ] *S&9Hfc<£ij& (^WJHb^) £^DHT^*M##^jg&c&i3ri- 
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^p2 0 0 2 - 2 2 5 3 0 0 ^ 



^ ^* 9 "7 -Cafe & o 

[04] (*J*«8 33*^2 3) ^tFDHT^ittCSU 

[06] *SWHfrfrto («Jtfll8fiJ:V2 3) RCfDHT^KrMfettM^R 
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1131] 



240 
200 



° 160 



bJD 
O 
O 



1120 



mn so 

g 40 

ID 

0 




ORX 
ttSHt 




ORX + ORX + DTH 

10mg/kg 
30mg/kg 

Mean±SD *p<0.05, **p<0.01 on Dunnett's 



t-t« St. 



[H2] 



150 



145 
I 140 

b0 

E 

*H 135 
130 



125 



5MC 




ORX 




ORX + ORX + DTH 

HifgfllJl 10mg/kg 
30mg/kg 

Mean±SD *p<0.05, **p<0.01 on Dunnett's t-test 
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bo 
O 
O 

£ 



100 
80 
60 
40 



m 20 

DDT* 
OL. 



ftiSW 



ORX 




I 




ORX + DTH 
10mg/kg 



Mean±SD *p<0.05. **p<0.01 on Dunnett's t-test 



[HI41 





240 


tlfflll 

PI 

*fc 


200 






O 

o 


160 




120 


J, 


mjij 

dmll 
Pfl 


80 


ig 


40 





5^ 




ORX 



ORX + 

30mg/kg 
Mean±SD 



mm 








-its 




Now 








ORX + DTH 


1 0mg/kg 



ORX + 

mmm23 

30mg/kg 

*p<0.05. **p<0.01 on Dunnett's t-t^st 
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